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Claims

1. A compound of formula (5 _(II1), (IV) or (V)

wherein
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R, is hydrogen, halogen, cyano, nitro or optionally substituted 5- or 6-
membered heterocyclic ring;

R, is hydrogen, halogen, cyano, nitro, amino, C;_; alkyl, halo C,_ alkyl,
hydroxy C,.7 alkyl, thio C,_;7 alkyl or C;_; alkoxy;

R3 is hydrogen, halogen or C,_; alkyl,

or R; and R3 together with the carbon atoms to which they are attached form a
optionally substituted 5- or 6-membered carbocyclic or heterocyclic ring;

wherein at least two of R; R, and R3 are not hydrogen;

R4, R4’, Rs, Rg and R are, independently, hydrogen, C,_; alkyl, halo C,_; alkyl or
hydroxy C,.; alkyl;

ring atom E is C or N;

dashed line means an optional double bond;

A is a 5 -12 membered heterocyclic ring;

Bisas bered] L s berein 13 of4l ]
heteroatoms-seleetedfrom N O-and-S;

Rg is hydrogen, hydroxy, halogen, nitro, amino, cyano, oxo, C;_7 alkyl, C;
alkoxy, halo C;_7 alkyl, hydroxy C,_; alkyl, cyano C,_; alkyl, amino C,_; alkyl,
oxo C;_7 alkyl, C, alkoxy C;_; alkyl, methylsulfonamido C,_; alkyl, oxiran C,
alkyl, Cy.7 alkylamino, hydroxy C,.; alkylamino, C;.7 alkoxy C;.7 alkylamino, C;
alkylamino C,;_; alkyl, hydroxy C;_7 alkylamino C,.7 alkyl, hydroxyimino C;_; alkyl,
halo C,.7 alkylhydroxy C, alkyl, -C(O)R ¢, -OC(O)R;7 , -NH-C(O)R 3 or an
optionally substituted 5 - 12 membered carbocyclic or heterocyclic ring, each group
optionally linked to A-ring via C,.;7 alkylene linker;

Ry is hydrogen, halogen, C,_; alkyl, oxo, hydroxy C;.7 alkyl, oxo C;_; alkyl or
an optionally substituted 5 or 6 membered carbocyclic or heterocyclic ring, each
group optionally linked to A-ring via C;_; alkylene linker;

Ry is hydrogen, hydroxy, C,.;7 alkyl, hydroxy C,.; alkyl, halo C,.7 alkyl, C;.;
alkoxy, NR; Ry, or an optionally substituted 5 - 12 membered carbocyclic or
heterocyclic ring;

Ry; is hydrogen, C,.; alkyl, hydroxy C,.7 alkyl, amino C,.7 alkyl, C,.7 alkyl
amino C;_; alkyl,

Ry is hydrogen or C,_; alkyl;

Rz and Ry4 are, independently, hydrogen, C;_; alkyl, halogen, cyano or
hydroxy C,.; alkyl;

Ry71s Cy7 alkyl, C,7 alkoxy, amino C,7 alkyl or C,_; alkylamino C,_ alkyl;

Rg is Cy7 alkyl, amino C,;_ alkyl or C,_7 alkylamino C,_ alkyl;

| and or is a pharmaceutically acceptable salt thereof wherein C,7 alkyl is a saturated
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straight, branched or cyclized chain radical having 1 to 7 carbon atoms, and C;_;

alkylene linker is a saturated straight or branched C,.; alkyl chain which connects

two eroups together.

Ri4 Ris T14
’R13}//’"—\\ . R, F—":\ R13\5\/" O\ o
2/\0/— 2 o z/\ /N_2~’~ o sa/\/ 2
' 2" (3" (4)
wherein
Ry; and Rys-areindependently;hydrogen; €, -atkyl-halogen;eyano-or
hydroxy-C, r-alkyland

| . o b ine.
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| 42. A compound according to_claim 1-any-efelaimstto-3, wherein ring A is

any one of the following groups or tautomers thereof
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3. A compound according to claim 1 or 2, wherein ring atom E is C,

R, is halogen, C,.;7 alkyl, cyano, nitro or halo C,.; alkyl,

R, is cyano, halogen or nitro,

Rj is hydrogen, halogen or C;_; alkyl,

A is any one of

f‘f’ g\@ =1 L A

or tautomers thereof,

R;;and R4 are hydrogen
R4 (and Ry4’if applicable) is hydrogen or methyl

Rs is hydrogen or C,_; alkyl,

R (if applicable) is hydrogen,

Ry is hydrogen, C,_; alkyl.hydroxy C,.; alkyl, halogen, hydroxyimino C,;_y

alkyl, or a 5 or 6 membered heterocyclic ring or —-C(O)R ¢ wherein R is C;.;

alkyl, and
Ry is hydrogen, halogen or C,_; alkyl.

4. A compound according to claim 1, which is of formula (VI)

Rs
R3 R
f\ \“ ‘RNKN\(J\H 8
Rzy jf H.. Rg
Ry vD
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wherein R, is halogen, methyl, cyano, nitro or trifluoromethyl; R, is cyano,

halogen or nitro; Rs is hydrogen, halogen or methyl; R4 is hydrogen or methyl; and

Rs is hydrogen or C,_; alkyl.

5. A compound according to claim 4 any-efelaimstto-4, wherein
. EisC.
R, is halogen, €, s-alkyl-eyanenitro-or-hale-C, s-alleyl;
R, is cyano, halegen-ornitro;
R3 is hydrogen, halogen or €, 7-atkyl methyls;

R4 is hydrogen,
and Rs is methyl.

or tautomers thercof.

B g 1022 (37) or (4} substituted by R IR, whicl
hydrogen;

R (and Ry if applicable) s hyd iyl

Rsis-hydrogenorC, salkyl

Re (i applicable) is hyd ,

Ryis-hydrogen: €, alkyl: hydroxy ©) ralkyl-halogen-hydroxyimine €15
alkyl.a 5 or 6 membered heterocycelic ring or -C(O)R y wherein Ry is €5 atkyl. and
— Ry ishydrogen;halogenor €, s-atkyl:

6. Use-ofa-compound-offormulal) A compound according to claim 1
which is

N-(2-(5-(3.4-dichlorophenyl)furan-2-yl)ethyl)-3-(morpholine-4-carbonyl)-
1H-pyrazole-5-carboxamide;

(8/R)-N-(1-(5-(3.4-dichlorophenyl)furan-2-yl)propan-2-yl)-3-(pyridin-4-yl)-1
H-pyrazole-5-carboxamide;

(8)-N-(1-(3-(4-cyano-3-methylphenyl)-1H-pyrazol-1-yl)propan-2-yl)-3-
(furan-2-yl)-1H-pyrazole-5-carboxamide;

(S)-3-acetyl-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-

1H-pyrazole-5-carboxamide;
N-(2-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)ethyl)-5-(1-methyl-1H-

pyrazol-4-yl)isoxazole-3-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-5-(1-

methyl-1H-pyrazol-4-yl)isoxazole-3-carboxamide;
N-(2-(3-(3.4-dicyanophenyl)-1H-pyrazol-1-yl)ethyl)-3-(pyridin-3-yl)-1H-

pyrazole-5-carboxamide;
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(R)-3-acetyl-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-

yl)-1H-pyrazole-5-carboxamide:
N-((S)-1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)-propan-2-yI)-3-(1-
hydroxyethyl)-1H-pyrazole-5-carboxamide;

(8)-2-amino-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-

yl)thiazole-4-carboxamide;
(R)-3-acetyl-N-)1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)butan-2-yl)-

1 H-pyrazole-5-carboxamide:

(R)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-vyl)thiazole-

4-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-3-
(pyridin-3-yl)-1H-pyrazole-5-carboxamide:

(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)thiazole-

4-carboxamide;
N-(2-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)ethyl)-3-(furan-2-yl)-1H-
pyrazole-5-carboxamide;
3-tert-butyl-N-(1-(5-(4-cyano-3-(trifluoromethyl)phenyl)furan-2-yl)propan-2-
yl)-1H-pyrazole-5-carboxamide;
3-tert-butyl-N-(2-(5-(3-chloro-4-cyano-2-methylphenyl)furan-2-yl)ethyl)-1H-
pyrazole-5-carboxamide;
N-(2-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)ethyl)-5-(pyridin-3-yl)-
1H-pyrazole-3-carboxamide;
(8)-5-acetyl-N-(1-(3-(4-cyano-3,5-diflurophenyl)-1H-pyrazol-1-yl)propan-2-
yl) -1H-pyrazole-3-carboxamide;
(R)-N-(1-(3-(4-cyano-3-(trifluoromethyl)phenyl)-1H-pyrazol-1-yl)propan-2-
yl)-3-(furan-2-yl)-1H-pyrazole-5-carboxamide;
(8)-3-acetyl-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-
yl)propan-2-yl)-1H-pyrazole-5-carboxamide;
N-((8)-1-(3-(3-chloro-4-cyano-2-methylphenyl)- 1 H-pyrazol-1-yl)propan-2-
y1)-3-(1-hydroxyethyl)-1H-pyrazole-5-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)-5-methylisoxazole-3-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)thiazole-4-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)-5-(trifluoromethyl)-1H-pyrazole-3-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)-3-(furan-2-yl)-1H-pyrazole-5-carboxamide;
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(R)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)-5-(pyridin-3-yl)-1H-pyrazole-3-carboxamide;
(R)-N-(1-(3-(3-chloro-4-cyano-2-methylphenyl)-1H-pyrazol-1-yl)propan-2-
yl)-3-(furan-2-yl)-1H-pyrazole-5-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-5-(2-
methylthiazol-4-yl)-1H-pyrazole-3-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-3-
methyl-1,2.4-oxadiazole-5-carboxamide;
(R)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-2-
morpholinothiazole-4-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-2-(1H-
pyrazol-4-yl)thiazole-4-carboxamide;
(8)-N-{1-[3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl]propan-2-yl}-2-
methyl-1H-imidazole-4-carboxamide;
N-((8)-1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-5-(1-
hydroxyethyl)isoxazole-3-carboxamide;
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-3-ethyl-
1,2.4-oxadiazole-5-carboxamide;
N-((8)-1-(3-(3-chloro-4-cyano-2-methylphenyl)- 1 H-pyrazol-1-yl)propan-2-
y1)-2-(1-hydroxyethyl)thiazole-4-carboxamide;
(R)-N-(2-(3-(4-cyano-3,5-difluorophenyl)-1H-pyrazol-1-yl)propyl)-2-

(cyanomethyl)thiazole-4-carboxamide:

(8)-N-{1-[3-(3-chloro-4-cyano-5-fluorophenyl)-1H-pyrazol-1-yl]propan-2-

yl}-2-methyl-1H-imidazole-4-carboxamide:

(8)-N-(1-(3-(3-chloro-4-cyano-5-fluorophenyl)-1H-pyrazol-1-yl)propan-2-

yl)imidazo[1.,2-a]pyrimidine-2-carboxamide;
(8)-3-acetyl-N-(2-(3-(4-cyano-3,5-difluorophenyl)-1H-pyrazol-1-yl)propyl)-

1H-pyrazole-5-carboxamide; or
(8)-N-(1-(3-(3-chloro-4-cyanophenyl)-1H-pyrazol-1-yl)propan-2-yl)-2.4.,6,7-

tetrahydropyrano[4.3-c]pyrazole-3-carboxamide.
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wherem—at—keast—tw&e%&aﬁé&ﬂ%ﬂet—hy&egen—
R Ry R Ry and Ryare, independently. hydrogen, € 5 alkyl halo €5 alkyl
orhydroxy€ yatkyl:

Ry is hydrogen, hydroxy, halogen. nitro. amino. cyano. oxo, C 5 alkyl. €
atkoxy;hale-C, r-atkybhydroxy €y rallyl-eyano-C -alkylamine €, r-alkyl €, 5
alkoxy C 5 alkyl, methylsulfonamido C - alkyl, oxiran C) - alkyl, €7 alkylamino,
hydroxy-C, alkylamineC, alkexy-C, ralkylamine—C, s-alkylamineC, r-alkyl;
hydroxy C, 7 alkylamino C| - alkyl. hydroxyimino C, 5 alkyl. halo C) 7 alkylhydroxy
@gﬂ@d—-@@}&g—@@(@)&g—%—@(@}&gﬂ%ﬁ&@pﬁeﬂaﬂy—s&mﬁﬁmﬁé—ﬁ
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Rygis-hydrogenshydroxy-Cy ralkyl-hydroxy-€y salkyl-hale-C ralkyl-Cy 5
koxy. NR, Ry oallv substifuted 5 12 bered catl i
| lie sing:
Ry-is-hydrogens-Cy r-alkyl-hydroxy-€) r-alkyh-amine-€, -atkyh-C -atkyl
amino C. - alkyl.
Rix-is-hydrogen-or €, satkyl
€, atlkylorhydroxy-€, -alieyl;
Ry= i Oz alkyl, €2 alkoxy, amino €z alkyl or C - alkylamino € 5 alkyl:
Ryeis Oz alkyl amino €2 alkyl or €= alkylamino €y - alkyl:
and pharmaccutically acceptable salts thercof:

7. A pharmaceutical composition comprising a compound of elatimttogether

any one of the preceding claims together with a pharmaceutically acceptable carrier.

8. A compound as claimed in any one of claims 1 to 6 for use in a method for

the treatment or prevention of an androgen receptor dependent conditions,
comprising administering to a subject in need thereof a therapeutically effective
amount of & said compound ef-elatm+.

9. A compound for use methed-according to claim 8, wherein the androgen

receptor dependent condition is prostate cancer.

10. A compound for use according to claim 9 wherein the method-forthe
treatment-orpreventionof androgen receptor dependent conditions;-cemprising

compound-offormula-(1)-as-definedin-elaim-6 is castration-resistant prostate cancer.

11. Use of a compound as claimed in any one of claims 1 to 6 in the

manufacture of a medicament for the prevention or treatment of an androgen receptor
(AR) dependent disorder.
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12. Use according to claim 11 wherein the androgen receptor dependent

condition is prostate cancer.

13. Use according to claim 12 wherein the androgen receptor dependent

condition is castration-resistant prostate cancer.




